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AB The present invention provides compds . of formula (I). [Wherein Rl, R2 = 
H or a nitrogen protecting group; one of R3 or R4 = R and the other one of 
R3 or R4 = -Q1-A-Q2-Y; wherein Ql = a valence bond, NRa, C(Ra)2, S, O, 
S02, NRaS02 / S02NRa, CO, NRaCO, CONRa, 0C(0), C(0)0, 0C(0)NRa, 
1 , 2 -cyclopropanedilyl , 1 , 2 -cyclobutanediyl , or 1 , 3 -cyclobutanediyl , 
optionally substituted C2-4 alkylidene, etc.; wherein Ra = H, each 
optionally substituted Cl-4 aliphatic; A = optionally substituted 5-to 
7-membered monocyclic or 8- to 10-membered bicyclic aryl , heteroaryl, 
heterocyclic, carbocyclic ring, or C2-6 alkylidene, etc.; Q2 = NRc, SO, 0, 
or C(Rc)2; wherein Rc = H, optionally substituted Cl-4 aliphatic; Y = each 
optionally substituted 5- to 7-membered monocyclic or 8- to 10 membered 
bicyclic aryl, heteroaryl, heterocyclic, or carbocyclic ring; R5 = R; Z = 
N, CR6 ; wherein R6 = R; R = H, halo, Q-halogen, cyano, Q-CN, N02, Q-N02, 
R7, Q-R7; Q = optionally substituted Cl-4 alkylidene; wherein one or more 
methylene units of Q is optionally replaced by 0, S, NR7, NR7C0, NR7CONR7, 
NR7C02, CO, C02, C0NR7 , 0C(0)NR7, S02 , S02NR7, NR7S02 , NR7S02NR7, 
C(0)C(0), or C(0)C(R7)2C(0) ; wherein R7 = H, each optionally substituted 
aliphatic, heteroaliph. , aryl or heteroaryl]. The compds. I and 
pharmaceuti easily acceptable compns. thereof, are useful generally as 
protein kinase inhibitors, particularly as inhibitors of protein kinase 
PRAK, protein kinase GSK3 , protein kinase ERK2, protein kinase CDK2, MAP 
kinase-activated protein kinase 2 (MK2) , SRC kinase, protein kinase SYK, 
and protein kinase Aurora-2. Accordingly, the compds. I and compns. of 
the invention are useful for treating or lessening the severity of a 
disease or condition selected from cardiovascular disease, diabetes, 
neurol . disorders (e.g. Alzheimer's disease), immunodeficiency disorders, 
inflammatory diseases, allergic diseases, autoimmune diseases, destructive 
bone disorders such as osteoporosis, proliferative disorders, infectious 
diseases, and viral diseases. Thus, a solution of (2-chloroquinazolin-4 - 
yl) (5-cyclopropyl-lH-pyrazol-3-yl) amine (50.0 mg, 0.175 mmol) and 
6-amino-3-oxo-2, 3-dihydroindazole-l-carboxylic acid tert-Bu ester (69.8 
mg. 0.280 mmol) in NMP (1.0 mL) was heated up to 100° for 6 h to 
give, after workup, acidification with CF3C02H, and HPLC purification, 
6- [ [4- [ (5-cclopropyl-lH-pyrazol-3-yl) amino] quinazolin-2-yl] amino] -1,2- 
dihydroindazol-3-one trif luoroacetate . Some compds. of the formula I were 
shown to have Ki of <0.1 nM for GSK-3 and Aurora-2 and <1.0 \xM for 
CDK-2, ERK2, PRAK, SRC, SYK, and MK2 . 

IT 685867-13-4P, 6- [ [6- [ (5-Cyclopropyl-lH-pyrazol-3-yl) amino] -5- 

nitropyridin-2-yl] amino] -1 , 2-dihydroindazol -3-one 685867-15-6P, 

6- [ [6- [ (5-Cyclopropyl-lH-pyrazol-3-yl) amino] -3-nitropyridin-2-yl] amino] - 

1, 2-dihydroindazol -3 -one 685867-16 -7P, 6- [ [5-Amino-6- [ (5- 

cyclopropyl-lH-pyrazol-3-yl) amino] pyridin-2-yl] amino] -1 , 2 -dihydroindazol-3- 
one 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 
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(preparation of indazolinone derivs. as kinase inhibitors for treating or 
lessening severity of diseases or conditions) 
RN 685867-13-4 CAPLUS 

CN 3H-Indazol-3-one, 6- [ [6- [ (5-cyclopropyl-lH-pyrazol-3-yl) amino] -5-nitro-2- 
pyridinyl] amino] -1,2 -dihydro- (9CI) (CA INDEX NAME) 



O2N 




\ 



ONE OR MORE TAUTOMERIC DOUBLE BONDS NOT DISPLAYED IN THE STRUCTURE 
RN 685867-15-6 CAPLUS 

CN 3H-Indazol-3-one, 6- [ [6- [ ( 5 -cyclop ropy 1 -lH-pyrazol- 3 -yl) amino] -3-nitro-2- 
pyridinyl] amino] -1, 2-dihydro- (9CI) (CA INDEX NAME) 




ONE OR MORE TAUTOMERIC DOUBLE BONDS NOT DISPLAYED IN THE STRUCTURE 
RN 685867-16-7 CAPLUS 

CN 3H-Indazol-3-one, 6- [ [5-amino-6- [ (5-cyclopropyl-lH-pyrazol-3-yl) amino] -2- 
pyridinyl] amino] -1, 2-dihydro- (9CI) (CA INDEX NAME) 
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ONE OR MORE TAUTOMERIC DOUBLE BONDS NOT DISPLAYED IN THE STRUCTURE 



=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 5.57 172.72 
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ENTRY SESSION 
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